Alcohol abuse is known to have a hereditary component, but little is known about the specific genes that underlie this tendency. Bhandari et al. now uncover a cross-species role for chloride intracellular channels (CLICs) in modulating behavioural responses to alcohol. After applying bioinformatics to identify alcohol-responsive loci in humans and mice, they followed up the most highly ranked gene -- *CLIC4* -- in functional studies with model organisms. They found that behavioural and/or physiological responses to alcohol were modulated by the sole *Clic* gene in flies, by the two clic genes in worms (*exc-4* and *exl-1*) and by *Clic4* in mice. Although further studies are required to determine the exact mechanism of CLIC genes in modulating alcohol responses, the authors' bioinformatic analyses suggest that CLIC proteins might affect RNA processing and trafficking, whereas other proposed roles include the regulation of ryanodine receptors or the TGFβ signalling pathway.

BhandariP.HillJ. S.FarrisS. P.CostinB.MartinI.ChanC. L.AlaimoJ. T.BettingerJ. C.DaviesA. G.MilesM. F. ( 2012). Chloride intracellular channels modulate acute ethanol behaviors in *Drosophila, Caenorhabditis elegans* and mice. Genes Brain Behav. \[Epub ahead of print\] doi: 10.1111/j.1601-183X.2012.00765.x
